We thank Plusquin et al. for their interest in our analysis of the 1999--2000 National Health and Nutrition Examination Survey (NHANES) data on the association of lead, cadmium, and other metals with the prevalence of peripheral arterial disease (PAD) ([@b3-ehp0113-a0511a]; [@b4-ehp0113-a0511a]). After analyzing data from 428 participants in the Flemish Study on Environment, Genes, and Health Outcomes, Plusquin et al. confirmed our findings of a positive and strong association between blood lead or cadmium with PAD. They also reported a nonstatistically significant trend for the association of 24-hr urinary cadmium with the prevalence of PAD; however, in the absence of information on relevant methodologic details, such as the number of subjects with PAD, this nonsignificant result is difficult to interpret. Overall, the findings of Plusquin et al. add to the growing concern about the cardiovascular effects of environmental exposure to low concentrations of metals ([@b5-ehp0113-a0511a]).

On a more general note, both the NHANES study, which was the basis of our analyses, and the Flemish Study on Environment, Genes, and Health Outcomes (Plusquin et al.) used cross-sectional designs. These designs have important limitations for assessing the causal effects of exposures on cardiovascular risk, even when the outcome is a subclinical marker such as PAD defined using the ankle-braquial blood pressure index. Some limitations of cross-sectional designs include survivor effects for severe cases of cardiovascular disease, potential changes in biomarker levels associated with disease development or with cardiovascular medications, and changes in exposure patterns associated with the development of disease. Although cross-sectional studies are important first steps in evaluating the cardiovascular effects of environmental exposures, prospective studies ultimately will provide more rigorous tests of causality. For cadmium, there are no prospective studies using biomarkers of exposure and adequate measures of cardiovascular disease incidence and mortality, whereas for lead the prospective evidence is limited ([@b1-ehp0113-a0511a]; [@b2-ehp0113-a0511a]; Pocock et al. 1988). Because of the frequent environmental exposure to lead, cadmium, and other metals; the existence of a biological basis for cardiovascular effects of metals; and the current controversies on safety standards, performing high quality prospective studies with appropriate biomarkers of exposure and standardized cardiovascular outcome definitions is a public health research priority.
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